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Fig. S1
. Topology of iGluRs, sequence of GluD2, and definition of the D1-D2 hinge region of the GluD2 LBD. (a) Domain structure and topology of an iGluR subunit. The LBD is composed of the two sequence stretches S1 and S2 and fold into two lobes, D1 and D2, each containing residues from S1 as well as S2. (b) Sequence of the GluD2 LBD and the transmembrane regions connecting S1 and S2. The D1-D2 hinge region is highlighted in pink and the binding site residues mutated in this study are indicated by squares. Letters above the sequence denote the corresponding residues in GluN1. The star indicates the position of the A-to-T lurcher mutation. (c) Superimposition of the GluD2-LBD apo structure (PDB ID 2V3T, D1 dark grey, D2 light grey) with the structure in complex with the ligand D-serine (PDB ID 2V3U, D1 dark blue, D2 light blue). The structures were aligned on either the D1 residues (left) or the D2 residues (right). The D1-D2 hinge region as determined from the diagram shown in d is highlighted in pink. (d) Root-mean-square deviations (RMSD) between Cα atoms of the GluD2-LBD apo structure and GluD2-LBD in complex with D-serine calculated from the alignment shown in c and plotted as a function of residue number. The dark grey curves represent the alignment on D1 lobes (left in c), the light grey curves the alignment on D2 lobes (right in c). The regions where these two curves intersect constitute the D1-D2 hinge region and are highlighted in pink. The diagram shows that the D1-D2 hinge consists of two parts, one in S1 (H S1 ) and one in S2 (H S2 ). The H S1 part is located at Tyr543, and we included the two residues around it for our experiments. The H S2 part is located around residues 760-768. As some residues in H S2 were not resolved in the apo or D-serine-bound structures, it was not possible to precisely determine the start of H S2 . However, as the lack of electron density in this region indicates dynamics in the structure, it is tempting to assume that these residues are part of an inter-domain hinge region. As Thr760 is conserved in all D-serine-binding iGluR subunits and the plots clearly indicate it to belong to lobe D2, it was not included in the hinge region. At the other end of H S2 , the two plots seem to intersect around Asp767, and Arg768 and Gly769 were also included. The two segments comprising the D1-D2 hinge region thus consist of: Asp542-Tyr543-Ser544 (H S1 ) and Val761-Gly762-Asn763-Thr764-Val765-Ala766-Asp767-Arg768-Gly769 (H S2 ). Phi Psi Fig. S8 . Size-exclusion chromatography on GluD2-LBD (solid black), GluN1-LBD (dashed black), and GluD2-LBD-(H)GluN1 (pink). The peak volumes are 12.9 mL for GluD2-LBD, 12.8 mL for GluN1-LBD, and 13.2 mL for GluD2-LBD-(H)GluN1. 
